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DETAILED ACTION 

Claims 1-26 are pending. 

Applicant's election of group II, claims 9-26, the species high molecular weight 
hyaluronans, and the species solution in the reply filed on 11/06/2006 is acknowledged. Because 
5 applicant did not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP § 818.03(a)). 

Claims 1-8 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 11/06/2006. 
10 Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
15 in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 

patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

20 

Claims 9, 11, 13 and 15-16 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Yayon (U. S. Patent No. 7,009,039). 

Yayon discloses a freeze-dried, biocompatible, biodegradable matrix of plasma-derived 
proteins that is useful in methods for regenerating and/or repairing various tissues in vivo 
25 (paragraph bridging columns 7-8). The matrix can be utilized as an implantable scaffold in 

reconstructive surgery methods for regenerating and/or repairing tissue that have been damaged 
for example by trauma, surgical procedures or disease (column 8, full paragraph 1). Scaffold 



Application/Control Number: 10/680,673 Page 3 

Art Unit: 1647 

applications include the regeneration of cartilaginous tissues (column 8, full paragraph 2). Also 

included is the introduction into the sponge of an auxiliary component which is a bioactive agent 

selected from growth factors, cytokines, enzymes, anti-microbials, anti-inflammatory agents 

(column 9, full paragraph 1). In other embodiments the matrix includes hyaluronic acid (column 

12, last full paragraph). Bioactive agents, such as FGF18, may be included in the matrix in order 

to enhance a therapeutic effect, such as cartilage healing. Incorporation of such agents into the 

sponge of the present invention provides a slow-release or sustained-release mechanism. See 

column 13, full paragraph 1. In the reconstruction of structural tissues like cartilage and bone, 

tissue shape is integral to function, requiring the molding of the matrix into three dimensional 

configuration articles of varying thickness and shape (column 11, full paragraph 3). The 

examiner construes Yayon's implantation as "administering into a synovial cavity." 

Furthermore, a chemical composition and its properties are inseparable. Therefore, the 

properties applicant discloses and/or claims, i.e. "increasing chondrocyte proliferation", are 

necessarily present in Yayon's FGF-18/hyaluronic acid-supplemented matrix. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 9, 12-13, 17-18, 20-22 and 24-26 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Yayon (U. S. Patent No. 7,009,039) as applied to claims 9, 11, 13 and 15-16 
above and further in view of Kikuchi (Osteoarthritis Cartilage. 1996 Jun;4(2):99-110). 
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Yayon teaches a method for increasing chondrocyte proliferation in a joint of a mammal 
in need thereof comprising the step of administering into a synovial cavity a pharmaceutically 
acceptable admixture comprising FGF18 and hyaluronic acid, where said admixture is a time- 
release formulation, as discussed above. Yayon does not teach, only in the sense that Yayon 
5 does not anticipate, said method wherein said admixture further comprises high molecular 
weight hyaluronans, or said method further comprising the steps of allowing growth of new 
cartilage tissue and surgically contouring the new cartilage surface. 

Kikuchi teaches that osteoarthritis is a common joint disease, characterized by 
degenerative changes in articular cartilage (page 99, left column, full paragraph 1). Kikuchi 

10 suggest that intra-articular administration of higher molecular weight HA is more effective than 
lower molecular weight HA in inhibiting cartilage degeneration in early OA (Abstract). Kikuchi 
does not teach a method for increasing chondrocyte proliferation in a joint of a mammal in need 
thereof comprising the step of administering into a synovial cavity a pharmaceutically acceptable 
admixture comprising FGF18 and hyaluronic acid. However, it is fair to say that Kikuchi 

15 recognizes the molecular weight of HA as a result effective variable and that it would have been 
obvious to one of ordinary skill in the art at the time of Applicants' invention to use high 
molecular weight HA because higher molecular weight HA is more effective than lower 
molecular weight HA. 

It would have been further obvious to one of ordinary skill in the art at the time of 

20 Applicants' invention to allow growth of new cartilage tissue and surgically contour the new 

cartilage surface, with a reasonable expectation of success. One of ordinary skill in the art would 
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be motivated to make this modification because in the reconstruction of structural tissues like 
cartilage, tissue shape is integral to function. 

It would have been further obvious to one of ordinary skill in the art at the time of 
applicants invention to treat osteoarthritis in a mammal, with a reasonable expectation of 
5 success. One of ordinary skill in the art would be motivated to make this modification because 
osteoarthritis is a common joint disease, characterized by degenerative changes in articular 
cartilage. 

The invention is prima facie obvious over the prior art. 

10 Claims 9-10, 13-14, 18-19 and 22-23 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Yayon (U. S. Patent No. 7,009,039) as applied to claims 9, 11, 13 and 15-16 
above and further in view of Kikuchi (Osteoarthritis Cartilage. 1996 Jun;4(2):99-110) as applied 
to claims 9, 12-13, 17-18, 20-22 and 24-26 above and further in view of MacPhee (U. S. Patent 
No. 6,054,122). 

15 Yayon in view of Kikuchi teach a method of increasing chondrocyte proliferation or 

treating osteoarthritis, as discussed above. Yayon in view of Kikuchi do not teach injection of a 
solution of Yayon's matrix. 

MacPhee discloses tissue sealants (TS), such as fibrin glue (FG), made from the mixing 
of topical fibrinogen complex (TFC), human thrombin and calcium chloride. Varying the 

20 concentration of the TFC has the most significant effect upon the density of the final FG matrix. 
Varying the concentration of the thrombin has an insignificant effect upon the total protein 
concentration of the final FG, but has a profound effect upon the time required for the 
polymerization of the fibrinogen component of the TFC into fibrin. While this effect is well 
known, it is not generally appreciated that it may be used to maximize the effectiveness of the 

25 FG, when it is used alone or supplemented. Because of this effect one can alter the time between 
the mixing of the FG components and the setting of the FG. Thus, one can allow the FG to flow 
more freely into deep crevices in a wound, permitting it to fill the wound completely before the 
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FG sets. Alternatively, one can allow the FG to set quickly enough to prevent it from exiting the 
wound site, especially if the wound is leaking fluid under pressure (i.e., blood, lymph, 
intercellular fluid, etc). This property is also important to keep the FG from clogging delivery 
devices with long passages, i.e., catheters, endoscopes, etc., which is important to allow the 
5 application of the FG or supplemented FG to sites in the body that are only accessible by 

surgery. This effect is also important in keeping the insoluble supplements in suspension and 
preventing them from settling in the applicator or in the tissue site. TFC is a lyophilized mixture 
of human plasma proteins which have been purified and virally inactivated. When reconstituted 
TFC contains: 100-130 mg total protein/ml and a minimum of 80% of total protein as fibrinogen. 

10 See column 10, lines 28-61. For site-directed cartilage induction the supplemented TS can be 
implanted into the body of the recipient in the liquid form as the TS is mixed and polymerizes 
(column 66, full paragraph 3). MacPhee does not teach a method for increasing chondrocyte 
proliferation or treating osteoarthritis in a joint of a mammal in need thereof comprising the step 
of administering into a synovial cavity a pharmaceutically acceptable admixture comprising 

15 FGF18 and hyaluronic acid. 

However, it would have been obvious to one of ordinary skill in the art at the time of 
Applicants' invention to increase chondrocyte proliferation or treat osteoarthritis in a joint of a 
mammal in need thereof by administering into a synovial cavity a pharmaceutically acceptable 
admixture comprising FGF18 and hyaluronic acid, as taught by Yayon further in view of 

20 Kikuchi, and to modify that teaching by injecting a liquid form of the admixture comprising 
FGF18 and hyaluronic acid, with a reasonable expectation of success. One of ordinary skill in 
the art would be motivated to make this modification in order to maximize the effectiveness of 
the FG, when it is supplemented. Because of this effect one can alter the time between the 
mixing of the FG components and the setting of the FG. Thus, one can allow the FG to flow 

25 more freely into deep crevices in a wound, permitting it to fill the wound completely before the 
FG sets. Alternatively, one can allow the FG to set quickly enough to prevent it from exiting the 
wound site, especially if the wound is leaking fluid under pressure (i.e., blood, lymph, 
intercellular fluid, etc). This property is also important to keep the FG from clogging delivery 
devices with long passages, i.e., catheters, endoscopes, etc., which is important to allow the 
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application of the FG or supplemented FG to sites in the body that are only accessible by 
surgery. The examiner construes "a liquid form" as "a solution." 
The invention is prima facie obvious over the prior art. 



No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (571 ) 272-0890. The examiner can normally be reached on Monday through 
Friday from 9:00 a.m. to 5:30 p.m. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 

SUPERVISOR, BRENDA BRUMBACK, CAN BE REACHED ON (571) 272-0961 . 

If submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 

THE CENTRAL FAX NUMBER FOR OFFICIAL CORRESPONDENCE, WHICH IS (571 ) 273-8300. 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 

OR FINAL Office action BY FACSIMILE (SEE 37 CFR 1 .6 AND 1 .8). 

ANY INQUIRY OF A GENERAL NATURE OR RELATING TO THE STATUS OF THIS APPLICATION OR PROCEEDING MAY BE OBTAINED 

from the Patent Application Information Retrieval (PAIR) system. Status information for published applications may be 

OBTAINED FROM EITHER PRIVATE PAIR OR PUBLIC PAIR. STATUS INFORMATION FOR UNPUBLISHED APPLICATIONS IS AVAILABLE THROUGH 

Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free) for questions on access to the Private PAIR system, 
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